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Dear Madam/Sir:

Reference is made to FDA’s draft guidance as described above which was published in
the September 3, 1999 Federal Register.

AstraZeneca LP has reviewed this guidance and our comments are attached.

If you have any questions regarding these comments, please do not hesitate to contact
me. Thank you for your consideration.
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Comments on Draft Guidance for Industry “BA and BE Studies for Orally Administered
Drug Products – General Considerations”
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Comment

We recommend that the guidance “Food Effects Bioavailability and
Bioequivalence Studies” be included on this list.

The new guideline suggests a shift of focus from absorption values
to measures of systemic exposure. However, it is also
recommended to use single dose studies instead of steady-state
studies because the former ones are more sensitive in detecting
differences in absorption rate. These two new recommendations
are contradictory and more congruent guides should be provided.

The most relevant characteristic regarding systemic exposure for
drugs that are given according to multiple dose regimens are
parameters obtained in steady-state studies, especially if the
pharmacokinetics are non-linear. Furthermore, AUC estimates
after single dose administration will be less reliable, due to the
need for extrapolation to infinite time. AUC during a dosage
interval at steady state should therefore be an option for drugs
with long elimination half-lives and /or extended-release products.
In these cases excessive blood collection maybe needed for
calculation of z80Y0 of the total AUC.

The possibility to do steady state studies should therefore at
remain as a clear option for the sponsor.

east

AUC from time zero to tmax will be highly variable due to the,
oftentimes, large variability in tmax and will thereby be a very
insensitive variable. This will be especially pronounced for
Extended Release formulations with zero order release kinetics for
which the tmax may vary between Oand 24 h due to the very even
plasma concentration-time profiles. The partial area to tmax should
therefore not be a primary variable, but rather be based on drug-
specific clinical justifications also for Modified Release
formulations (cfr Immediate Release formulations).
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Page 16 Non-
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tiodified-
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Chapter V.C.3 outlines the possibilities to obtain a biowaiver pre-
(a) and post-approval (b). Pre-approval biowaivers are only
accessible in case of new strengths under certain pharmaceutical
conditions according to this proposal whereas post-approval,
several other possibilities are outlined in the SUPAC guideline. It is
suggested that the SUPAC IR guidelines, regarding change of
composition and manufacturing changes, could also be applied
pre-approval. ,

It is stated ‘BE limit of 90-11 l% for AUC’ for drug products
containing a narrow therapeutic range drug or a nonlinear kinetic
drug. Is this the established BE criteria for nonlinear kinetic drugs
and narrow therapeutic range drugs? Please clarify.

rhe guidance recommends more narrow goal posts for drugs that
~xhibit nonlinear kinetics and/or drugs designated as narrow
~herapeutic range drugs. For the latter case it would probably be
ustified, but what is the rationale for tighter BE limits in the case of
Ion-linear kinetics? If it is to avoid the fact that small differences
iuring sin@e dose administration will be accentuated/propagated
~fter multiple ‘d”oses,‘it would be more relevant to measure the
~xposure after multiple dosing.

Zarly exposure for Extended Release products does not seem
appropriate as a BE measure as the tmax maybe very diffuse.

,



P 18, E. It is stated that chewable tablets should be studied for in vitro
Miscellaneous dissolution tests under the same conditions as nonchewable tablets
Dosage Forms of the same active moiety. Should they also fulfill the same

acce~tance criteria? Please clarifv.
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